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Tramadal hytrochloride lablats. ara a zantrally acting ansigesic. The chemical
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Tramadol hydrachlorids i n a whm nm-r nryllal\mo and odoriase powdar. Il it
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CLIMICAL PHARMACOLOGY
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IT rochiosda is a euniradly acting syrhutic epioid analgesic. Aihough
n- mads af astiop i3 not complelsly understooe, fram anim) lasts, 2 \raai twy
compiomentary mechanicms appear appicabie: binding of parm and
matabolin ko uﬂomld recaptars and weak inhibiion of reumaj. of nareplneph-
rlnc Illﬂ barotonin.

il activily [n dun to both iow atinity binding of (na parent compound and
hn;hur aftinity binding of the C-damsihyiated metbolta M| to u-apiond !lu!p-
lm In animal mocels, M1 i up 1o & times more poten

duging analgesta wd 200 timen more patent in ywnu:ld ﬁﬁdinu Tnmadai—
lndnnd anﬁnu s only partinily antagonrzed by 'the opisteluntagonist

one in aavaral ammal tais. The relative conlribution af both [ramadol and M1
to human aneigea in ﬂlpendam upon the pidama concenirations of sach
compeund {ses CLMICAL PHARMACOLOAY, Pharmecokinetizs).

Tramadal hat. bean shawn to inhibi reupulw al norspinaphrinfland cavotorin in
¥ilu, am have some offar apioid ansiges/ca. Thess mechani y contribute
Indlwudm ta the overall anaigesic profim of |ramad hvdrrxmmdc
Analpena i humane beging appraximately within ond kour ater administralion
and raachas 3 piak 1n appraximaiely two |a three haury,

Apari fram analgwia. tramadoi byerochlaride adminieirsiicn may produca a cen-
wtsilslion of symptoms {including dizziness, somnolance, naussa, canstpation
swenting and arurius) similar la thal of oiher agioids. n conlraki 1a morphine,
tramadai has not Bean shown to tauss hlwnin releans. Al therapauiic doses,
tramadai hydrochlorde ks no effeci on hearl rte, loft-vamiricular funcion or
cardiac incen. Orthatutic hypotsneion has bwn obesrved.
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trumadol and M1 aré detecied in Iha circulalion, Tramadal la wall absarbed orak
Iy mo'; an ihla‘lula Ho;-vﬁl;'l:my ol /5%. wl'umadul hay nh)vdLllimo ot nrlﬂn:u-
tian appronmately and i onl bound plasma proteine
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Racormi¢ bramadol i mrniw and aimast com plataly atworbed aiter oral adminis-
tralion. The mlan absslute bipavailability of I 101 mq oral dosa in ap&mun
by 7%%. Tha mi pramma concemiraor e Iramadod 1 occury
2t two and 1hr- LT, ruvwﬂwly after idmmlllmmn W1 heallhy adutts. In
janaral. both srantiomars of lramadol and M) fallow a parsllal tima caurse in
tha bady followl gin and mullipla doara akhough amall diferences (-10%)
#xir in the abacluis amount of shch waantiomer presant.
Sludy -winte plasma concentration of both trvmadol and M1 are achisved with-
nwa days with g.Ld. desing. T!llrl i o evidenca of salf-induction {1ea Figura
l and Tabke | balew].
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The volime of disiribution of Iexmadol was 2.5 and 29 JiteruAg in male ang

Ien\nh suh octy, respactivaly, failawiny 1_150 T lravencus dos, The binding
adol to human plasma prot approximetely 20% and binding a2

auum tp ba mdepandant of cmnlutraﬁun upta 10 mogmL, Salurat oj'phu-

mupnmh binging eceuts orly at concamimtions outeids the :im:lly relevan

I'Imaﬂulbu tinsivaly bolasd atter oral admi
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Impmirad ranal function recuits in a ducreasad rsld dnd sxtant of excration of Ira-
miduland its acthea matabolrie, M1. In palienia with creglinine chiarancas of lesy

miL/min, mimanl ol i do NG raIm ie recommendad (tw
DDS'BEM ADMINI IG41}. Tha lotal amount of iramadal and M1 remaved
ourmg a 4-hour clalysis pariod is lesw tlun ™ of the aﬂmmmured tona.

Muiaholism of Iramadal and M) I5 reduced in patisnly with advanced cir-
thosis ol the Jer, rllllllllln in both a iacger araa under the concentradion time
t:um :d':rl Iraanrg%l ¥ ":mmn::“d Mmlmmlm hd:‘{wngla hrs. lor
remadal an: re. for n cirhotic patie mant ol e dosmp reg-
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Huﬂhv aldarty subjecte 3gd 65 ta 75 years hava plaama Iramadol concanira
tion and lﬂlrr:* lIq T man obcarved It healihy subjcis
Ipsa lhan 65 yaars of age. i |uainm owr 7 B, MAKIMUM JPM Coeen-
Imhplo!u eliuvl.'alld ; ve. 162 nw‘m}l'.é:n Ith;umﬂan h:ll‘;n;‘ it pro-

4. 6 hours) sompared I 65 10 75 yuars of nmoﬂ
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T'h- absolyte Weavailability of Iramacn) was 73% in males and 75% In (amales.
The pasma clarance was 6.4 mLiming in mles and 5.7 mL/min/kg I femaias
Tallowing a 100 myg IV dosa of ramadol. Foilowing wingle orul dosa, and ahier
adjusting o Wi, femaks bad 2 12% higher peak 1rnmadol concamir-
lion wnd a 35% highe arw um!lr the nonummbn-um £utve comparsd to
maies. Tha clinicat nigriticanics of this difiererca is unknowm,
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Tramagol hydrochionde has besn givan in ingle sral doses of 50, 75, and
108 mg lo patianis mlll in |clioviing surgical proceduras and pain fal i an
ol surgery (untraction of impacted mokws. mf

In dingle-doss madels of pain Iollawing ofal au ery. pain relis! wan demon-
wrated in sowme paients af dowas of 50 mg and 7 mq A dowe of 100 mg Inp-

madol h ltm:hlnnm tended | provids anaipesw supsrior to codsing !nlﬂa
& mg, but H wu oihctiv- an the coglbln:nn ol aspirin 859 my with
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tml ol B2CI nlhlnu with $30 patients receiving tramadol hydrachl
nda P 1 with 3 varlety of chronic painful tonditionn wam sludied In dnunh
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altained in 50 mq incramens weary 3 dayh, wax foend la result in lawar dica
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CONTRAINDICATIONS
Tﬂ dol ide shauid nof be admi D pationts who have prsvi-
damanstrzied hyperaseailivnty lo tramadel, )ny olfver 2ompanent ur thia
p uct o cpioids. TRmadol hjﬂnl:llln i {e contraindicated in amy nluatbn
whers opioids any including acute | wilh any of the
Itllowlng: almhi Ramotics, camrally adling analgmics, opioidy or

rychatropic dry ramudol Dyﬂothhddn WOrsen el nervau myz-
f:m md rqwltcry daprasaion @ thasa mnm @ "
WARNING3
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Seimares hove baww repevtid (0 patients reasiving mmlnl hyitrochteride
Hfre recar ontarveus yout-merbeling

within fre recamereiraied dasat raporty
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-im the redsmmanded range. Conuomitent sae of ramado) ydesahle-
Imarnzans tha walmes visk 1 paitenty laking:
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hnl oma, metatielts Imlm. |Iﬂml.i (] l'lnhnl | l Inhl-
toml. In maulm chicride’ gvwrioss, nalaxenw sdminiatralien may
Ir:rlnl the risk &l
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SIIIﬂIII :nd rmv; fatal |n||ml ariojd reacticns have hasn reported in patioma
1 ragy wilh tramadai hydrochlaride. When thase svents do oecur il
ll often lailawing th lirst doss. Oiher raparied allerglc reactions inciude pru-
rilus, hivas, branchospasn, angiosdama, toxie epidermal recrolysis and
Stevens-Johnsan syndroma, Patients wm H Ilulnry af anaphactoid mag-
lion Iz coduins and sthar opiids may ba rhastd Hek and lhurofofa
whould not recaive trammnl hydrochlaride (m mumumr‘.\nou)

leapiratery Dap
Mmmme: mmnml hydm:lllnndu cautiously in paisnts al ¢k for respiratory
witian. n ihesa patiants aRernative nan-opioid analgasics sheuld b can-
md When large dosae of |rmmadol hydrachiords arm agministarad vmn
ansethatic medications of alcohol, raspimbory d|nruuwn may rasull
Flamrmry Gapmn»an whould ba iraaied a8 an overdose. i Aalovana is to be
admia sl liouahy because | may procipitels ssizures (e WARN-
INGB, !ﬂa-' Hil and OVERDORAGE).
tntwrsellon with Cantral Nervosa Syxtem (CNE} Dy reacnts
Tramadal hydrachioride thauld b ussd: with unlmn and in reduced Gosagen
‘when administared 1o uemml r-umnu CNS deprowsania such a9 gahal, api-
aidy, aesthuiie agen Ics, phencthizzinen. Ianqgulizars or [ ]
m Tmmdni hydmchlorm {ncraases the nok o CAS and raegi denre-
sian in thasa mtien -
il Immhl Provyars o¢ tamd Traums )
Tramadol hydm-:hluud- should be uned with cautlon in palisnts incraased
intracrarual prewwdre or head injury. Tha respirstory daornum <t of opi-
0idy includs carbon dicxide relention and secondary s, vadion of o p
fluid gressura, and may ba muiedly nmumud in theas patlents.
AddRlanaily, supillary changes (micas) from tramado) may abagurs the exis-
Iange, axtanl, of coutas ol inlrcraniad pu1holouy Clinlciang should alva mali-~
lain amuh mdux of sunpicion for adverss drug rasction when svakating atened
mantal Slatus in Mess patinms if they are receking Iramada) hydrechiorite
hnlm (a1 Repirwiory Depraxaton)

liza in Ambuistory Prileste

Tamudol hydrochloride may impakc (he meotal and ar physical abiltiva
raquived for the pertormance of potentially hazardoun taske such as driving
car or:’npolrm machinery. The patiant uning this drug shouic b cationsd
accg
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Use tramminl echiontie wiih great caution in paienty ki mNGAMING
ouess whibdtors, Atimal sludies huva K 0Wn incrsaeed dasd wilh com-
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aarupty e DALS ALUEE Ak DeehBRaas) e ST ey i
anxly, EveEiing, insomen, rigery, min, AUSSS, lramars, diarrhes, upowr ri-
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¢ Tramadol loride wheuld nol be taken with aicohcl containing
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icatlo wich uikzery, ypnatics or oiiar splale containing aagesics.
* The patient whould be inedrucied to inform [ physictan i Ihey are pregnant,
I'ignh Iﬁa-l might becoans AN, of dre frying to becoms pregram (ves

, Loy uml 3
* The ptisnt ehoedd understand the winle-dots and 24-hiour doss Nimil and 1he
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A wilght, bat staiitically wignificant, incrosse in two camman murine tumo,
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alarly |n aged mice. Mics were doesd orly up %0 30 m {90 nruﬁ:
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irvala, Josagim an 2 mo/ing basis are 1.4, 20.6, #nd =18 s the max-
imum daity tuman doasge (248 mp/m2) for mouse, et and rabbi, Faspaciively.

rafogenic sffacts ware obsarvid in proge of micw (up o
140 mpAg ar 420 mpmd), e (up o 80 mp/kg or 430 , oF Ribbits (up
300 3600 mg/md) treated with
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onatermal towcity [ the il The 4 listedt for mouas, it and rabbit are
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Tramadol wam svalusted in o= and post-raal stucies in s, Progany of dams.
Tecaving aral (gavage} doas Ivets of 50 mo/kg {300 myim? ar 1.2 tinaa the
Maximum daly human tremadol dosage) of greater had dicmusad wights, and
Pup survival v decrowesd warly it lacistion |80 mpy (480 mpm2 or
1.9 tdmes ihe manlmum. day Fumas dose).

There ars no adwquats and wel-conirolled wtudies I pregnt wamen, Tramadol
Mydrochloride should bw used during pragrancy ony f the patsmiiai benetd jusi-
flas. the polertal risk |6 [ha teius, Noontal satrurss, mecnatal withdrasai L
drame. felaf dexth and wtll birth have Sesn reported during powt-markating.
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Trmard hydrochiaride should not be uesd in pregrant wemen prior 1o or dur-
ing labor unkus the potetial benafits uummn'm'nm Safe uae in pregnancy
haa nof been ewtatahed, Chronic usa turing pregnancy may lad fo ganml
dapandere and past-partum windral Syvaptam s te newbem (ve QADA
ABUSE AMD DEFEADINCE). Tamado: vae baen shown o Tose the placanie
The mean ratia of werwm tramadal in the umkilcat vens compar |0 Mademel
veins wan 0,83 for 40 wormen givan tramaded during tabor.
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Nm: oty
rida ia ot rcommanded for shistrical preoperdive mage

leatioa or for post-delfvary analgusia in nursing mothsry bacause s in

InFts nt nwwhars daw not bsen siudiad. Fol ¥ 2 singia 1Y 100 mg doee

af iamadol, the cumuiative axcretion n breast milk within 16 hours

wan 10 g of tramadol (I.1% of the matermal d0us) and 27 meg of M1,

Podlintrle luy

Tim pafrty and wifleary of tmartol hydmaeilorids & nlar 18 o
g4 havy nglbnn &Midnw. Thl’:lyll ol n'lmd':l m;m’m t{:‘;'mi-
Aric populetion iy nat recommandad.

Sristria Uss
Ingmaral, dove vbaction far ar skdesly patient should b cautious, tewally siard-
ing at the jow and of lhe doslng mx‘ liciing e grater Irasquancy of
m“l?” hlsillir, rlnuorun;shn fun af“ -d;f mdt:‘mmltm dm"’ grosllllr
Ay in padienis ovat age. daily dansn In sxees.
ara nod rwummﬁdn (O tum Il%lum’ ad DOKAGE AN
ADMININTRATION), -
A toldl o 455 siderly (65 yaany al agw or older) su wcta wors exposad to tra-
madol hydrachiorids iE unvi‘}.atl-d clinical triala. Of t#u-. 145 subjects wery 75
yuarm of age and atder.
In ucies including geriatric aatiats, Ireatmenl-imiting advarea avanin warg
higiver in s aver 75 yaans of age :nlawd 1 [howd undsr B5 yearu of age.
Specifically, of Ihowa over 75 yawrs of aga had pastrointestinal IFsadmant.
limeing ae fvenls campare lo 17% of (hoaa under 65 yearn 3 agh.
Corsirpation rewutted b discantinaation of treatment i 10% af Ihosa over 75.
ADVERBE REACTHINS

Trumadol rydrchlonde was administwead 1o 550 patints during the dauble-
biénd ar cpen-label sxtwnion pariods in ULS, sludies of chronie. onmal grant
pain, Of thawd pafieatu, 375 wars 85 yearn old or olear. Table 2 rsgoris Iha comu-

mnh!hcmrﬂnwan-marﬂmmimﬂhulmm%wanm
mm-nﬂ-dhmmmwwummummmdmmnb-
moe admi nmwﬂmmin:mdnm'mnuwmmw
e di 10 Undaniying disasts or L ication, The avwrail incidence
m.auv-uamnmmmmnngmmimwmwmmu-
ride and the sctive conirol groops, TYLENOL® with Codsine £1 (Rataminophan
300 mg with codeina phake 30 ), and sapirin 325 mg with codsine phag-
phals 30 mg (Tylan with Codaiae &3 ta The registerd tradamark of Johnaon
Rm,MMmNmﬂmhbmmmmwdmu
higher in the tramadol ydrochloride proupe.

Table 2
Comulaiivs maibanca of Advirye Ausctions by Tramasiol Hydmeheride s
Chromie Wials of Neamstiigant Fain N « 427)

Lls o Up ta Un tg

7 Days 30 Days 490 Days
Dizzinesahartign 26% R ERIES]
Nauasg 24% 4% - 40%
Congtipation 24% i0% TA6%
Hendachy 18% 26% 2%
Somnclance 16% 218 25%
Vomiting % 13% 7%
Pruritus. % 10% 1%
"GNS Stimulation* ! % 1% Co%
Asthania 6% 11% . 12%

n4psa

Dry Mouth 5% 9% 10%
Diirrhaa % 8% 10%

7 "ONS Sibmuation’ it 1 4 af nervousneey. wxiety, agration, tramar,
lm.mglmmmwhlmmﬂml. sariaion, "

rmlsmnmsu.nmlrummmu: .

The follovng lixts adverss reactions That accurred with an incidence of 1%
la Ista Lhan 5% o clinical irialn, and los which te possitslity of 2 causal rela-
lionship with tramadod Iy ochionda cuists.

M & Whots: Malnies,
Body a2 '

- Vanodllation.
Cantrad Marvoas Systarm; Anxiety, Conlusion, Goordination disturhance, Eupharia,
"&-mwm """"“"&?.'&.."H‘"""’:;o i Fatuisnce,

A im, el jul ,
Mol hpamoma

Surcter: Vinual dimurbancs. )
m Menogausal wmptome, Urinary [rquancy, Urinary 1t ios.

incidencs iegy fan 1%, : it
Tha l imdv-lw“ndmm‘mofhm
1% In chinical rinie anclior eavortad in pest-marketng e

Whol: Accidental , Allergie reaction, Anaphylaxis, D
gﬂﬁ'&am. Weight m,%m ;mmm- (mantal sixiue mﬁ
m:_m , Iretmor, agitalion, duphorsss, KU ind coma),
g e

z ™ concenration, }Elllln‘-mm. Parmithaia, Secure (sad

Skl lg"n*mul’unc widernal necrolei, Urticars, Vaslcies,
Soecll Seners: Dyageu i
Othet acverss axpariances, caueat raistionship unknown:
A \ariety of other advarss wants wers nonmdin'r:u“in In patlants Laking
trantadol ydroghioside during chiaicy! Ik andior rad in post-markeling
paniencs. A causal ralatiodntin bstwean IRmadal hydrochioride and hesa
owecits by nol bakn determined. Howm, Itw mos) significam vwanis are isted
balow se aieniing information to e piysiclan,
SR s 8, e, g,
b 1 X
Cantrai Nervou Syxtem: ne, Sw':.'dl J'mm"-"r:’.
biseding, Hovati, Stomaiitiy, Liver fuilure,
Lador, Abnarmalitha: Craalining increas, Clevalsd [iver aIyman,
Hemogiabin dettmas, Proteinus.
Sevaory: Calaicts, Dsafness, Thinikus.
ORYUG ABUSE AND DEPENIEMCE
ramadol hydrochlorkde may nduce hic and physical =mndm af I
il auee,

T hiyel
Epim ol WD b B e
12 [hosa '

with prior nbﬂw ol oploi dependence, The
ul rheae n"a botnt cbesrved lo be higher. Tramedn
> mig and wiopmeat. Wihdamal symptama
iy pecur N tramadod hydyochiorida is ciscominued abruptly. Thess symy
m mctuds: iy, mmﬁ‘;:nma ! tremory,
- rapintory symptoms, ion
Clnical RCY SLQQeEiS IRat withcrawal sympioma i
$titicn of oplaid Ihlm Tollywed oy a ‘apared dosa reduction of the
mudaiion combined [

OVERDRRASE

Seriaus potesilel conesquances of overdosags are tespirstary dupratsion,
Mhllg pb?ml. oeizun, cardiae arragt and dexih (mﬁﬁmﬂal. Fatafities.
havy repoited In po marbﬂnﬁ in associtlion wilh both intetlaral and
unjctamiionsd overdoss wih Inmuo:‘rurm!lhun In iraating an ovardaa, pri-
mary atention eheuld be given to aintalning acequats venbation along wih
geman spparte tregtmam. Whik nalosona will thvarsa aome, bt nol al,
symptoms caussd by ovel 1 with Iraradol hydrochlords ihe risk of
Jaizured {8 ataa incraasd wih namanns administration. In animais convelsions
taikewiny the adminisiration of toxic daas of tramadol €ould be yuppresced with
barbiturates or enrodiezepines bt wete increased with naloxone. Nalaxone
adminigiration dirf not 4 the a1 an averdass in mice. Hemodiahyis
n oot wxpectad Lo b in an averdaes bacaiss o removas ess. lhan 1% of
the adminisiared dems in a 4-tour dalvay period.

DOBAGE AND ADMIMATRATION
Atz (1T of age sl
Far milm: :«T muzlle Iomma avate chronic pain nol mquining

H

oneet of angigewi eifect. the fod of tramudel hydrochloride can be
imgrovad by inltisting tharspy with a mn%- rogimen. Tha total dose may
b increasad SumnalohmdwamhmMm (50 mp
qQin). Afer lad, Immadol hydrochiorida tableta 50 my to 100 mg can be
miministernd a3 nesded far pain bl wvary lour to sin hours, nof (s axaesd 400
mpewin. "
i om rapkd anvet of raqui
For he subsel o patioms lor whom tap

h 1ok Peatan o
urd lar whom Inn bansfie sitwaigh the 1k of disceminuation
Bvents Bakocistsd with hi narlnlﬂl’ldmu.wudol Iroeitorids ahlats $0.mg
10 100 mg can h:m'glmu noidad for pain afiel every four fo aix boum,
w0l (o ancond 400 my par E3y.

Indivinltzetion ol Doss )

Gaad pain management practics dictates (et the dome e individuslized aczorg-

inmmn:;l‘iq-n "a::,mum Iha lowesl banwdicial dase. Studies with ramadal i

ﬂﬁllls have shown that starting it the lowaet powsible dose wnd thrating upward

will resctt in Fewar disconterations snd Incrassad tolerabity,

« In Wl gatients with restinive chuararee less Un 30 L/, it i moom-
mendsd that the doningirisrvl of tremaded hyd mchionide Labirts be incredaed
o 12 houn, whh & mismom w4 of 200 mp. Sinca anly 7% of an
admimewred doas s mmoved by hemodiatysin. disipls padbenita can receive
their regular coss on the day ol dishwin,

=The tor asiut pai mm-m;zh:oun.

. |, doss celoction far an wkderly patient over 85 yaary ai sl -
gn?li?ﬂﬂﬁ?hfﬂnq a the low mdr:;f 1ha dosing mﬂrﬂhﬂng the gRater
S DT g AR Sy s o oot ot
di of other drug I . Foe el ity wowy N
shouid not aecasd 3%0 nﬁy

HOW BUFPUED

T hloridu tebete, 50 valinble ag vehiie, rmund, fiim coxled
Lm"?:'m'fa wll !408' o‘n “rm:r:“: “WATSON" on tha other. Each tabiel
<oning 50 g of tramadat hytrochikonioe. Thi are appibed In botties of 100, 500
and 1000 tabiaty.

Story & coniralied room tem parature 15"-30°C (59°-55°F), [SealiSR]
Oispepea in 4 Hoht cormtainsr an defined In the USP

Watknn Laheryiorie, e,
Corona, CA 22880 USA

Tramadol Hydrochloride
Tablets

30354-1
sauad: May 2002




N 1594

NDC 0591-0466-05

Each iablet conataing: -
Tramadol Hydrachloride, 50 mg

M
Tr amadOI Ustal adult dosage: See package insert for ——
- complsta preseribing information, =5
Hy drOCh'orlde Dispense in a tight, light-resistant container ——=="0
. Tablets as defined in the YSP, —t
‘ Stare at controlled room temperature =0 WPLE
15°-30°C (59°-86°F). [See USP] ———
T —_n
Rx only Watsan Laboratories, Inc. I
@@,WAEON 500 Tablets  Corona, CA 92880 USA 7= g
&
NDC 0591-0456.01 ;ach Tlﬂ‘;ﬂ’m:f: de 5
ramado, rochioride, 50 mg s
“amado. UsualFaulluil dmg&: See rpackage insert for  Mmam—
H complele proscriting information, —
hs Hy drOChlorlde ms:s;!sne;n_ a ttri||;|h'1cj,sliF||;h1—resisl;mtt:nn1ainer _-S
as defined in the . ——
Tablets Slore at controlled rogm tamperature E_ﬁ SAMPLE
15°-30°C [59"‘36"F)'.‘[See qsg]! =
Rx only Flis ] ral ea 1
@uarson 500 . i e [
. ':!:‘V r
NDC 0591-0466-10 Each tablet contains:
: Tramadol Hydrochloride, 50 mg
I ra m ad o ' Usual adult dosage: See package insert for
compiete prescribing information,
H d h' "d Dispensa in a tight, light-resistant container ~
y r oc or . e as defined in the USP. : _—
; Store at controlled rogm temperatyrg ="
Ta b 'ets 15°-30°C (59°-86°F). [See USP] ‘:—___,‘3
e =29
'—__—_;
pem—r
Ter ﬁk.f’p — )
=M
! Rx only Watson Laborataries, Ine.
@@WABON 1000 Tablets Corona, CA 92880 USA 40077

N —————————

P P




